To assess the safety and possible efficacy of recombinant human interferon alfa-2b in preventing the development of chronic hepatitis, 24 adults (eight men, 16 women) with acute non-A, non-B (NANB) hepatitis were recruited to a pilot study.
Abstract
To assess the safety and possible efficacy of recombinant human interferon alfa-2b in preventing the development of chronic hepatitis, 24 adults (eight men, 16 women) with acute non-A, non-B (NANB) hepatitis were recruited to a pilot study. Half of the cases were parenterally transmitted and half were community acquired. Twelve patients received 3 million units (MU) interferon three times weekly subcutaneously for six weeks and the remaining 12 patients received no treatment. Anti-hepatitis C virus (HCV) was detected in 14 (58.3%) of the 24 patients. The alanine aminotransferase activity returned to normal in nine of 12 interferon alfa-2b treated patients and six of 12 controls by week 52. Interferon alfa-2b was welil tolerated, even in jaundiced patients, who only complained of mild flu like syndrome during the first week of treatment. These data are consistent with the hypothesis that interferon alfa-2b may help prevent progression to chronic hepatitis (interferon alfa-2b 25% v controls 50%), particularly in anti-HCV negative cases (interferon alfa-2b none of six v controls two of four Table I . Blood samples were obtained weekly for the first month after treatment, twice weekly for the second month, every month for the next four months, and then every two months for the next six months.
The criteria for diagnosis of acute viral hepatitis were: symptoms and signs of hepatitis of less than one month's duration; peak serum alanine aminotransferase (ALT) activity equal to or greater than eight times the upper limit of normal (46 IU/1); and exclusion of other possible causes of liver injury (for example preexisting liver disease, alcohol abuse, drugs, autoimmune hepatitis). Acute NANB hepatitis was defined by the absence of serological markers for acute hepatitis A (IgM antihepatitis A virus (HAV) negative), acute hepatitis B (hepatitis B surface antigen (HBsAg) negative and/or IgM anti-hepatitis B core (HBc) negative), and acute Epstein-Barr virus infection (IgM antibody to Epstein-Barr virus capsid antigen negative). Progression to chronic hepatitis was characterised by raised ALT activity one year after the onset of the acute episode. Weeks Figure 1 Three adult patients with acute non-A, non-B hepatitis treated with 3 MU of interferon alfa-2b three times weekly for six weeks. Two patients had normal alanine aminotransferase (ALT) activities at the end of treatment (week six). One of these relapsed after stopping treatment and developed chronic hepatitis. The third patient had raised ALT values at the end ofweek six. The ALT had returned to normal by week eight, however, and remained normal duringfollow up.
Results
The biochemical profile (peak ALT, peak bilirubin) before treatment was similar in the two groups of patients studied (Table I) . Acute hepatitis was icteric (bilirubin >34 ,umol/l) in 11 (92%) patients randomised to interferon treatment and 11 (92%) control patients. Anti-HCV was detected in six (50/o) interferon alfa2b-treated and eight (67%) untreated patients. Anti-HCV appeared early (three to 30 days after the onset of hepatitis) in the serum of four treated and eight untreated subjects; two treated patients became seropositive for anti-HCV, 41 and 51 days respectively after the onset of hepatitis.
Histological lesions were classified as moderate in two and severe in four of the six interferon alfa-2b-treated community acquired cases of hepatitis. In contrast, lesions were classified as mild in one, moderate in three, and severe in one of the five untreated community acquired cases with a biopsy specimen available at the acute phase. Possible transition to chronic hepatitis and/or cirrhosis was observed in three of six interferon alfa-2b-treated and two of five control cases.
The ALT returned to normal in nine of 12 interferon alfa-2b-treated and three of 12 control patients at the end of treatment (week six). During follow up (week eight to week 52), the ALT returned to normal in three treated patients and three of the untreated patients who had abnormal enzyme activities at the end of week six. In contrast, three treated patients who had normal ALT values at the end of week six relapsed and developed chronic hepatitis; these patients were seropositive for anti-HCV. ALT changes in three treated and three control patients are shown in Figures 1 and 2 , respectively. Anti-HCV remained detectable in all except one treated patient, who became seronegative seven months after anti-HCV seroconversion; this patient had self-limited hepatitis, and was the only case of anti-HCV seroreversion out of 117 anti-HCV positive patients included in the follow up study (Tassopoulos et al, unpublished data) .
Progression of acute NANB hepatitis to chronic hepatitis was observed less frequently in treated anti-HCV negative patients (none of six v two of four), men (one of four v four of four), and in sporadic cases (none of six v three of six) (Table II) .
Interferon alfa-2b was well tolerated, even in jaundiced patients, who complained only of mild flu like syndrome during the first week of treatment. Neither leukopenia nor thrombocytopenia were observed, and none of the patients showed biochemical exacerbation or clinical deterioration of acute hepatitis during the six week treatment period.
Discussion
The study showed that interferon alfa-2b is safe and well tolerated, even in jaundiced patients with acute NANB/C hepatitis, and reconfirmed our previous findings in acute Japan.'2 Interferon alfa-2b may be beneficial, however, in anti-HCV negative patients (none of six v two of four), men, in sporadic cases, and in histologically severe acute hepatitis. A multivariate regression analysis of risk factors for chronic liver disease after acute NANB hepatitis showed that male sex, clinical parameters (clinical severity, early relapse), and histological severity of acute hepatitis were independent risk factors.'3 It is of interest that treated patients had more severe histological features of acute hepatitis than controls, and this may have resulted in an underestimate of the efficacy of treatment in the between group comparisons.
A higher dose of interferon alfa-2b (for example, 5 MU) for a longer period of time may improve these preliminary results, particularly in anti-HCV positive patients. A randomised double blind placebo-controlled trial is necessary, however, to elucidate further the discrepancies in these results.
